The ␣6␤4 integrin plays an important role in epithelial cell physiology during wound healing and tumorigenesis. The activity of integrin relies on its assembly with specific receptor tyrosine kinases, but the mechanism of assembly is not known. A class of matrix receptors called syndecans has now been implicated. In this Paper of the Week, Alan C. Rapraeger and colleagues at the University of Wisconsin-Madison demonstrate that activation of the ␣6␤4 integrin by the HER2 kinase depends on syndecan-1 binding to the cytoplasmic domain of the ␤4 integrin subunit. Activation by the epidermal growth factor receptor kinase depends on syndecan-4 binding to a different site in the ␤4 integrin cytoplasmic domain. The interactions of ␣6␤4 with the syndecans are critical for signaling necessary for cell migration and for survival of tumor cells. The authors say, "These findings indicate that specific syndecan family members are likely to have key roles in ␣6␤4 integrin activation by receptor tyrosine kinases." 
The potential roles for syndecan-1 or syndecan-4 in HaCat wound closure are tested by silencing expression of the endogenous human syndecans with siRNA, together with rescue from either wild-type mouse Sdc1 or Sdc4 or mouse mutants unable to engage the ␤4 cytoplasmic domain (mSdc1⌬C2 or mSdc4⌬C2). Migration data represent the mean of six wells Ϯ S.D.
